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DETAILED ACTION 

Election/Restrictions 

The Election filed on November 16, 2006 in response to the Restriction Requirement of 
October 16, 2006 has been entered. Applicant's election, with traverse, of Group II, claims 4-5, as 
specifically drawn to a method of screening for a substance inhibiting acylated homoserine lactone is 
been acknowledged. The traversal is on the grounds that the different groups would not require 
separate and distinct searches, and that it would not be burdensome to search the invention of all of 
the groups in light of the filing of only 1 1 claims and the existence of two groups (II and IV) with 
only 2 claims. Moreover, Applicants request that Groups II and III be combined since all of the 
claims of Group III (claims 6-7 and 9-10) depend form claims 4-5 of Group II. In addition, 
Applicants assert that since Groups III and II are related as product and process of use, process 
claims that depend from or otherwise include all the limitations of the allowable product claim will 
be rejoined according to the provisions of M.P.E.P. 821.04. As such, Applicants respectfully request 
rejoinder of the nonelected product claims of Group III if a process claim of Group II is found 
allowable. 

These arguments have been carefully considered, but are not found persuasive. 

Regarding Applicants assertion with respect to searching, the Examiner recognizes that the 
inventions are classified differendy, necessitating different searches of the US Patents. Further, 
classification of subject matter is merely one indication of the burdensome nature of the search 
involved. The literature search, particularly relevant in this art, is not coextensive and is much more 
important in evaluating the burden of search. Different searches and issues are involved in the 
examination of each group. Regarding Applicants request for rejoinder of the nonelected product 
claims of Group III if the elected process claims of Group II are found allowable, the Examiner 
acknowledges that the MPEP states that process claims that depend from or otherwise include all 
the limitations of the allowable product claim will be rejoined according to the provisions of 
M.P.E.P. 821 .04. However, the Examiner recognizes that Applicants have instead elected the 
process claims; and therefore, have lost their right to rejoinder under MPEP 821.04. 

For these reasons, the restriction requirement is deemed to be proper and is therefore made 
FINAL. 

Claims 1-11 are currendy pending. 
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Claims 1-3 and 6-1 1 are withdrawn from consideration as being drawn to non-elected 
inventions. 

Claims 4-5 are currendy under consideration. 

(Note: The Examiner apologies for the inclusion of claim 4 in both Group I and II and 
intended claim 4 to be part of Group II only. The Examiner appreciates Applicants for pointing out 
this discrepancy.) 

Priority 

Acknowledgment is made of applicant's claim for foreign priority based on applications filed 
in Japan on 1/29/2003. It is noted, however, that applicant has not filed a certified copy of the JP 
2003-21053 application as required by 35 U.S.C. 119(b). 

Information Disclosure Statement 

The Information Disclosure Statements filed on 7/20/2004 and 8/19/2004 are 
acknowledged. The submission is in compliance with the provisions of 37 CFR 1.97. Accordingly, 
the information disclosure statement is being considered by the examiner. A signed copy of the IDS 
is attached hereto. 

Drawings 

The drawings, e.g., Figure 14, are objected to under 37 CFR 1.83(a) because they fail to show 
the result of determining apoptosis in cells in the presence of acylated homoserine lactone by 
chromatic condensation using Hoechst 3341 staining as described in the specification on page 9. 
Any structural detail that is essential for a proper understanding of the disclosed invention should be 
shown in the drawing. MPEP § 608.02(d). Corrected drawing sheets in compliance with 37 CFR 
1.121(d) are required in reply to the Office action to avoid abandonment of the application. Any 
amended replacement drawing sheet should include all of the figures appearing on the immediate 
prior version of the sheet, even if only one figure is being amended. The figure or figure number of 
an amended drawing should not be labeled as "amended." If a drawing figure is to be canceled, the 
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appropriate figure must be removed from the replacement sheet, and where necessary, the remaining 
figures must be renumbered and appropriate changes made to the brief description of the several 
views of the drawings for consistency. Additional replacement sheets may be necessary to show the 
renumbering of the remaining figures. Each drawing sheet submitted after the filing date of an 
application must be labeled in the top margin as either "Replacement Sheet" or "New Sheet" 
pursuant to 37 CFR 1.121(d). If the changes are not accepted by the examiner, the applicant will be 
notified and informed of any required corrective action in the next Office action. The objection to 
the drawings will not be held in abeyance. 

Color photographs and color drawings are not accepted unless a petition filed under 37 CFR 
1.84(a)(2) is granted . Any such petition must be accompanied by the appropriate fee set forth in 37 
CFR 1.17(h), three sets of color drawings or color photographs, as appropriate, and, unless already 
present, an amendment to include the following language as the first paragraph of the brief 
description of the drawings section of the specification: 

The patent or application file contains at least one drawing executed in color. Copies of this patent or patent 

application publication with color drawing(s) will be provided by the Office upon request and payment of the 

necessary fee. 

Color photographs will be accepted if the conditions for accepting color drawings and black 
and white photographs have been satisfied. See 37 CFR 1.84(b)(2). 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entided to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in 
this country, more than one year prior to the date of application for patent in the United States. 

Claim 4 is rejected under 35 U.S.C. 102(b) as being anticipated by Smith et al. (J. Immunol. 
2001; 167; 366-374, IDS) as evidenced by Zimmerman et al. (Science 1999; 286: 1741-1744). 

Smith et al. teach a method of determining the affects of 3-0-02- HSL (N-3- 
oxododecanoyl homoserine lactone) on MAP kinases, comprising contacting 16HBE cells with a 
test substance in the presence of 3-0-02-HSL and determining the activation of ERK (page 371, 
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1 st column, 1 st full paragraph to 2 n column). Specifically, the reference teaches that the test 
compound completely inhibited the induction of ERK by 3-0-02-HSL (page 372, Fig. 8). Thus, 
while Smith et al. do not specifically teach that Erk is involved in the survival signaling pathway in 
which Akt is involved in, the claimed limitation does not appear to result in a manipulative 
difference in the method steps when compared to the prior arts disclosure because as evidenced by 
Zimmerman et al., phosphorylation of Raf by Akt inhibited the activation of the Raf-Mek-Erk 
signaling pathway and shifted the cellular response in a human breast cancer cell line from cell cycle 
arrest to proliferation (abstract). Thus, the Akt signaling pathway is inherendy associated with Erk. 
Moreover, although Smith et al. do not explicit teach a method of screening for a substance 
inhibiting acyalted homoserine lactone, the claimed preamble does not appear to result in a 
manipulative difference between the active steps claimed and those disclosed by the prior art, i.e.., 
culturing animal cells with a test substance in the presence of acylated homoserine lactone and 
detecting inhibition of the survical signaling pathway in which Akt is involved in the cells. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Smith et al. (J. 
Immunol. 2001; 167; 366-374, IDS) as evidenced by Zimmerman et al. (Science 1999; 286: 1741- 
1744) in view of Koo et al. (US 2002/0054769, 2002). 

Smith et al. as evidenced by Zimmerman et al. teach, as applied to claim 4 above, a method 
of determining the affects of 3-0-02- HSL (N-3-oxododecanoyl homoserine lactone) on the MAP 
kinase signaling pathway, comprising contacting 16HBE cells with a test substance in the presence 
of 3-0-02-HSL and determining the activation of ERK, wherein the test compound completely 
inhibited the induction of ERK by 3-0-C12-HSL. Smith et al. further teach that the test compound 
is PD98059 (page 371, 1 st column, 1 st full paragraph to 2 nd column). 
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Smith et al. as evidenced by Zimmerman et al. do not explicidy teach that the inhibition of 
ERK is determined by detecting apoptosis. 

Koo et al. teach that inhibition of the MAP kinase signaling pathway specifically triggers an 
apoptotic response in human cells (paragraph 0010). Koo et al. further teach that inhibitors of the 
MAP kinase signaling pathway such as PD9805 are useful for inhibiting the growth of a tumor in a 
mammal, wherein the inhibitor induces a cytotoxic response leading to apoptosis of cells in said 
mammal (Claims 16-20 of US 2002/0054769). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to combine the teachings of the references so as to determine the affects of 3- 
0-C12- HSL (N-3-oxododecanoyl homoserine lactone) on the MAP kinase signaling pathway in the 
presence of a test compound as taught by Smith et al. by detecting apoptosis of the cell in view of 
Koo et al. with a reasonable expectation of success. One would have been motivated to do so 
because Zoo et al. teach that it is well known in the art that the inhibition of the MAP kinase 
signaling pathway triggers an apoptotic response in human cells; and further that inhibitors of the 
MAP kinase signaling pathway are well known to induce apoptosis. 

Claims 4-5 are rejected under 35 U.S.C. 103(a) as being unpatentable over Pearson et al. (US 
5,591,872, 1997, IDS) in view of Tateda et al. (Infection and Immunity 2003; 71: 5785-5793, IDS). 

Pearson et al. teach a method of selecting inhibitors of the autoinducer molecule, N-(3- 
oxododecanoyl)homoserine lactone, comprising contacting the autoinducer molecule with a 
suspected inhibitor, measuring the ability of the treated autoinducer molecule to stimulate the 
activity of a selected gene then determining whether the inhibitor represses or enhances the activity 
of the autoinducer molecule (column 5, lines 46-55). The patent further teaches a method of 
inhibiting the infectivity of P. aeuriginosa and methods of treating an immunocompromised host 
infected by P. aeruginosa, e.g., a person afflicted with cystic fibrosis (column 6, lines 22-26). 

Pearson et al. do not explicitly teach that the method comprising culturing animal cells with 
the test agent and acylated homoserine lactone and detecting the inhibition of the survival signaling 
pathway which Akt is involved in, e.g., apoptosis. 

Tateda et al. teach that the Pseudomonas aeruginosa autoinducer N-3-oxodocecanoyl 
homoserine lactone accelerates apoptosis in critical cell populations, macrophages and neutrophils 



Application/Control Number: 10/765,048 
Art Unit: 1642 



Page 7 



(page 5792, 1 st column, 2 nd paragraph). The reference further teaches that N-3-oxodocecanoyl 
homoserine lactone induced apoptosis plays a crucial role in the pathogenesis of P. auruginosa 
infection (page 5792, 1 st column, last sentence of 1 st paragraph). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to culture a test substance in the presence of N-3-oxodocecanoyl homoserine 
lactone as taught by Pearson et al. in an animal cell such as a neutrophil and to identify an inhibitor 
of N-3-oxodocecanoyl homoserine lactone by detecting apoptosis in view of the teachings of Tateda 
et al. One would have been motivated to do so because Tateda et al. teach that Pseudomonas 
aeruginosa autoinducer N-3-oxodocecanoyl homoserine lactone accelerates apoptosis in critical cell 
populations such as macrophages and neutrophils; and further, Tateda et al. teach that N-3- 
oxodocecanoyl homoserine lactone induced apoptosis plays a crucial role in the pathogenesis of P. 
auruginosa infection. Thus, one of ordinary skill in the art would have a reasonable expectation of 
success that by culturing a test substance in the presence of N-3-oxodocecanoyl homoserine lactone 
as taught by Pearson et al. in an animal cell such as a neutrophil and identifying an inhibitor of N.-3- 
oxodocecanoyl homoserine lactone by detecting apoptosis in view of the teachings of Tateda et al, 
one would achieve an effective method of identifying a suitable inhibitor for the treatment of an 
immunocompormised host infected by P. aeruginosa, e.g., a person afflicted with cystic fibrosis. 

Note : Applicant cannot rely upon the foreign priority papers to overcome this rejection 
because a translation of said papers has not been made of record in accordance with 37 CFR 1.55. 
See MPEP§ 201.15. 

Therefore, No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Brandon J. Fetterolf, PhD whose telephone number is (571)-272-2919. The 
examiner can normally be reached on Monday through Friday from 7:30 to 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Shanon Foley can be reached on 571-272-0898. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 



system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Brandon J Fetterolf, PhD 
Patent Examiner 
Art Unit 1642 




